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CAPD is a growing m o d a l i t y of t r e a t m e n t f o r c h i l d r e n w i t h ESKD; however p e r i t o n i t i s i s t h e major c o m p l i c a t i o n .
We t h e r e f o r e e v a l u a t e d serum IgG l e v e l s and immunoglobulin ( I g ) p r o d u c t i o n i n 14 c h i l d r e n u n d e r g o i n g CAPD f o r 18.2m (r=4-46m). Mean a g e was 13.9 y r s (r=0. 8-20.5) .
P e r i p h e r a l blood lymphoc y t e s (PBLs) were i s o l a t e d and c u l t u r e d s p o n t a n e o u s l y w i t h pokeweed mitogen (PWM), p r o t e i n A f r o m S t a p h y l o c o c c u s a u r e u s o r Candida a l b i c a n s f o r 12 d a y s .
C u l t u r e s u p e r n a t a n t s were a s s a y e d f o r IgG a n d IgM by enzyme-linked inmunosorbent a s s a y (ELISA).
F i n a l serum IgG l e v e l s c o r r e l a t e d w i t h i n i t i a l serum IgG (r=0.81, p<0.01).
Mean i n i t i a l serum IgG l e v e l s c o r r e l a ted i n v e r s e l y w i t h t h e number of e p i s o d e s of p e r i t o n i t i s ( r = -0.61, p<0.02).
I g p r o d u c t i o n by p t s PBLs was s i g n i f i c a n t l y r e d u c e d i n s p o n t a n e o u s o r a c t i v a t e d c u l t u r e s compared t o normal c o n t r o l s . The i n c r e m e n t i n IgG p r o d u c t i o n by PWM-stimulat e d lymphocytes f r o m s p o n t a n e o u s c u l t u r e s t e n d e d t o c o r r e l a t e i n v e r s e l y w i t h t h e f r e q u e n c y of p e r i t o n i t i s .
A d e p r e s s e d humo r a l r e s p o n s e i n c h i l d r e n w i t h ESRD u n d e r g o i n g CAPD may p r ed i s p o s e t o p e r i t o n i t i s .
INDIRECT EVIDENCE OF INTRAGLOMERULAR PLATELET ACTIVA-TION IN A SUBTYPE OF CHILDHOOD NEPHROTIC SYNDROME, 61 FOCAL SEGMENTAL GLOMERULOSCLEROSIS. M i c h a e l R. Leone, R o b e r t J . Hitzemann, C.F. S t r i f e . D e p a r t m e n t s o f P e d i a t r i c s , Oregon H e a l t h S c i e n c e s U n i v e r s i t y and t h e Univ. o f C i n c i n n a t i .
The t h e o r y t h a t p l a t e l e t s o n c e a c t i v a t e d t o s e c r e t e t h e i r granu l e c o n s t i t u e n t s may c o n t i n u e t o c i r c u l a t e i n a n " e x h a u s t e d " s t a t e h a s found b a s i s i n e x p e r i m e n t a l r e s e a r c h , a n d h a s l e d c l i n i c a l i nv e s t i g a t o r s t o u t i l i z e t h e measurement o f p l a t e l e t s e r o t o n i n cont e n t a s a n i n d i r e c t r e f l e c t i o n o f i n v i v o p l a t e l e t a c t i v a t i o n . I n a p a t i e n t w i t h c l i n i c a l and l a b o r a t o r y e v i d e n c e o f g l o m e r u l o p a t h y , b u t w i t h o u t e v i d e n t d i s e a s e a c t i v i t y e l s e w h e r e , a low l e v e l o f i nt r a p l a t e l e t s e r o t o n i n i n d i c a t e s t h a t p l a t e l e t a c t i v a t i o n i s o c c u ri n g w i t h i n t h e g l o m e r u l u s . To t e s t t h e h y p o t h e s i s t h a t i n t r a g l o me r u l a r p l a t e l e t a c t i v a t i o n i s i n t e g r a l t o t h e e v o l u t i o n and maint e n a n c e o f g l o m e r u l a r i n j u r y i n FSGS we h a v e measured p l a t e l e t s e r o t o n i n c o n t e n t i n 1 5 p a t i e n t s w i t h b i o p s y -p r o v e n FSGS, 1 1 p a ti e n t s w i t h t r e a t m e n t r e s p o n s i v e N.S., and 2 0 normal c o n t r o l s . Exp r e s s e d a s nanograms 5-HT p e r l o 9 p l a t e l e t s , t h e f o l l o w i n g r e s u l t s w e r e o b t a i n e d : FSGS(n=15)
T r e a t m e n t -r e s p o n s i v e N.S. C o n t r o l s MEAN 477(p<0.005) 6 86 8 6 8 SEM t 6 3 t 5 6 t 6 5 Nine o f f i f t e e n FSGS p a t i e n t s and a l l p a t i e n t s i n t h e t r e a t m e n tr e s p o n s i v e N. S. group w e r e n e p h
r o t i c a t t h e t i m e o f s t u d y . We f e e l t h a t t h e s e r e s u l t s i n d i c a t e t h a t , a s a g r o u p , p a t i e n t s w i t h t h e h i s t o p a t h o l o g y o f FSGS h a v e a s t a t i s t i c a l l y s i g n i f i c a n t r ed u c t i o n i n p l a t e l e t s e r o t o n i n c o n t e n t , t h a t t h e n e p h r o t i c s t a t e p e r s e d o e s n o t i n f l u e n c e t h e l e v e l o f p l a t e l e t s e r o t o n i n and t h a t p l a t e l e t a c t i v a t i o n i s i n v o l v e d i n t h e s c l e r o s i n g g l o m e r u l o p a t h y .
RENAL FUNCTION I N CYSTIC FIBROSIS (CF) G.Marra,S.Ti-1614 relli,G.Cavanna,M.Amoretti,A.Giunta,A.Claris Appiani B.M.Assae1 (Spon by F . S e r e n i ) D e p t . o f Ped.Univ.of Milan I t a l y 9 CF p a t i e n t s ( 1 5 t o 1 8 y e a r s 01d;Schwachman s c o r e 80-90)and 7 c o n t r o l s u b j e c t s ( C ) matched f o r a g e were i n v e s t i g a t e d f o r glome--r u l a r f u n c t i o n ( C l i n r' I -. ' -'.73sqm)Na,HCO u r i n a r y e c r e t 1 o n ; N a HCO -d i s t a l d e l i v e r ) ( D D : C H O+CNa;CH 0+cticd?-)during maximal wat e r 3 d i u r e s i s ( 1 ) a n d w i t h i s g t o n i c s a f i n e l n t u s i o n ( 4 ml/kg/min, I I ) . C o m p a r l s o n between g r o u p s was performed by t h e S t u d e n t t t e s t Resu1ts;mean ( 2 SD) I I 1 CF CF Cin (ml/mln/1.73) 1 3 1 ( 1 4 ) * 1 1 5 ( 1 7 ) 1 4 3 ( 4 6 ) n s 1 1 7 ( 2 1 ) UNa V/100 GF 1 7 ( . 1 ) n s 2 2 ( . I
n 1980, we r e p o r t e d t h a t i n 27 c h i l d r e n w i t h MPGN, t r e a tment w i t h h i g h d o s e qod p r e d n i s o n e p r e s e r v e d r e n a l f u n c t i o n and improved g l o m e r u l a r morphology. To d a t e , 4 8 c h i l d r e n h a v e b e e n t r e a t e d f o r p e r i o d s o f 2 t o 20 y e a r s (mean
8 y e a r s ) w i t h predn i s o n e i n a d o s e o f 2 mglkg qod t o a maximum d o s e o f 8 0 mg qod u n t i l a r e n a l b i o p s y 2 y e a r s a f t e r t h e s t a r t o f t r e a t m e n t . T h e r e a f t e r , t h e d o s e h a s b e e n s l o w l y r e d u c e d t o a m a i n t e n a n c e o f 2 0 mg qod.
Of t h e 4 3 p a t i e n t s w i t h improvement, t h e i n t e rv a l between d i s e a s e d i s c o v e r y and i n i t i a t i o n o f t h e r a p y was 1 . 5 y e a r s w h i l e i n t h o s e 5 who d e v e l o p e d ESRD t h e i n t e r v a l a v e r a g e d 5 y e a r s . S u r v i v a l was n o t r e l a t e d t o MPGN t y p e . S e r i a l r e n a l b i o p s i e s h a v e shown improvement i n g l o m e r u l a r morphology. P e rs i s t e n t h y p e r t e n s i o n r e s p o n d e d w e l l t o a n t i h y p e r t e n s i v e medicat i o n .
Most o f t h e c h i l d r e n had some d e c r e a s e i n h e i g h t i n c r ement w i t h t h e p r e d n i s o n e regimen.
L i f e t a b l e a n a l y s i s i n d ic a t e s a 97% s u r v i v a l 1 0 y e a r s a f t e r d i a g n o s i s and 88% s u r v i v a l a f t e r 1 1 y e a r s .
Habib, e t . a l . and Cameron, e t . a l . h a v e b o t h r e p o r t e d s u r v i v a l o f 50% a t 1 0 y e a r s i n a s e r i e s o f , r es p e c t i v e l y , 105 and 4 5 c h i l d r e n .
The l e s s i m p r e s s i v e outcome o f p a t i e n t s i n t h e c o n t r o l l e d t r i a l o f a l t e r n a t e day p r e d n i s o n e a s r e p o r t e d by t h e I n t e r n a t i o n a l S t u d y o f Kidney D i s e a s e i ? C h i l d r e n i s u n c l e a r .
STRONG ASSOCIATION OF HLA-DR8 WITH STEROID RESPON-
SIVE NEPHROTIC SYNDROME (SRNS) OF CHILDHOOD. Paul 1616 T. McEnery, m o m a s R. Welch and Kamala B a l a k r i s h n a n , U n i v e r s i t y o f C i n c i n n a t i , C h i l d r e n ' s H o s p i t a l R e s e a r c h Foundat i o n , C i n c i n n a t i , Ohio.
We
s e a r c h e d f o r p o s s i b l e immunogenetic m a r k e r s i n SRNS o f c h i l d h o o d i n 4 d i f f e r e n t f a m i l i e s and c h i l d r e n h a v i n g SRNS. Family A had a boy w i t h SRNS whose f a t h e r had been t r e a t e d f o r c h i l d h o o d SRNS. Family B had 2 f i r s t c o u s i n g i r l s and F a m i l y C h a d 2 f i r s t c o u s i n b o y s w i t h SRNS. Family D h a d a b r o t h e r and s i s t e r w i t h SRNS. HLA-A, -B, -DR a n t i g e n s were t y p e d , serum C4 and f a c t o r B a l l e l e s were t e s t e d and compared t o a g r o u p o f 30 c h i l d r e n w i t h SRNS and a c o n t r o l g r o u p o f normal i n d i v i d u a l s .
I n SRNS t h e f r e q u e n c y o f DRW-8 was 2 3 . 5 % compared t o t h e normal c o n t r o l 5.9%. DRW-8 was a l s o p r e s e n t i n t h e f a m i l y w i t h t h e 2 s i b s and 1 f a m i l y where f i r s t c o u s i n s had SRNS, b u t n o t i n t h e o t h e r f a m i l i e s .
The r e l a t i v e r i s k o f DRW-8 and SRNS measured 5.6.
T h e r e was a d e c r e a s e d f r e q u e n c y o f HLA-BW35 and DRW1, b u t o t h e r HLA-A, HLA-B l o c u s a n t i g e n s , C4 a l l e l e s and f a c t o r B a l l e l e 8 o c c u r r e d i n normal f r e q u e n c i e s . T h i s r e p o r t i n v o l v i n g f a m i l i e s and a n u n r e l a t e d p o p u l a t i o n o f c h i l d r e n w i t h SRNS f a i l e d t o f i n d t h e p r e v i o u s l y a s s o c i a t e d i n c r e a s e d f r e q u e n c y o f DRW-7 and t h e HLA-BIZ n o r t h e i n c r e a s e d f r e q u e n c y o f r e l a p s i n g SRNS i n c h i l d r e n w i t h t h e f a c t o r B-F a l l e l e . The s i g n i f i c a n c e o f g e n e t i c h a p l o t y p i n g and c o m p l e t y p i n g i n c h i l d r e n w i t h SRNS w i l l b e d i s c u s s e d and t h e p o s s i b l e r e l a t i o n s h i p and pathogene s i s t o a n MHC-linked I r gene. T h e i n t r a c e l l u l a r a m i n o a c i d i m b a l a n c e worsened: valine, isoleucine, leucine, methionine, lysine a n d ornithine w e r e reduced; arginine + glycine w e r e increased. Only tyrosine a n d phenylalanine levels normalized. We a s c r i b e f a i l u r e t o c o r r e c t c e l l bioactivities to failure to c o r r e c t t h e cell a m i n o a c i d imbalance. T h e l e u k o c y t e i s a useful cell m o d e l to f o r m u l a t e a n d e v a l u a t e t h e r a p i e s t o c o r r e c t a b n o r m a l c e l l metabolism in uremics.
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